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Summary of Facts and Submissions

IT.

ITI.

European patent No. 2 292 219, based on European
application 10179085.5 filed as a divisional of the
earlier application 06816633.9, was granted on the

basis of one claim reading as follows:

"l. Rivastigmine for use in a method of preventing,
treating or delaying progression of dementia or
Alzheimer’s disease, wherein the rivastigmine is
administered in a TTS and the starting dose is that of

a bilayer TTS of 5 cm?

with a loaded dose of 9 mg
rivastigmine, wherein one layer:

has a weight per unit area of 60 g/m2 and the following
composition:

- rivastigmine free base 30.0 wt%

- Durotak® 387-2353 (polyacrylate adhesive) 49.9 wt$

- Plastoid® B (acrylate copolymer) 20.0 wt$

- Vitamin E 0.1 wt%

and wherein said layer is provided with a silicone
adhesive layer having a weight per unit area of 30 g/m2
according to the following composition:

- Bio-PSA® Q7-4302 (silicone adhesive) 98.9 wt%

- Silicone o0il 1.0 wt %
- Vitamin E 0.1 wt%".

The patent was opposed on multiple grounds, including
that its subject-matter extended beyond the content of
the application as filed and beyond the content of the

earlier application.

By decision posted on 15 March 2016 the patent was
revoked. The decision was based on a main request and
three auxiliary requests. The main request, auxiliary

request 1 and auxiliary request 3 were filed on
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15 October 2015. Auxiliary request 2 was the patent as
granted.

Each request consisted of a single claim relating to
rivastigmine administered via a transdermal therapeutic
system (TTS), wherein said TTS was characterised by a
starting dose defined as in claim 1 of the patent as

granted (see point I above).

The following document was referred to in the appealed

decision:

B29: WO2007/064407 - parent application of the patent.

In the appealed decision, the opposition division held
that claim 1 of the main request related to any TTS
providing the same starting dose as the specific TTS of

5 cm?

referred to in the claim. The subject-matter of
the claim had no basis in document B29. In particular,
this subject-matter could be derived neither from
example IV nor from page 11, contrary to what the
patent proprietors argued. Thus, the main request did
not comply with Articles 123(2) and 76 (1) EPC. These
conclusions applied to the subject-matter of the

auxiliary requests too.

The patent proprietors (hereinafter: the appellants)
filed an appeal against that decision. With the
statement setting out the grounds of appeal filed on
25 July 2016, the appellants submitted seven auxiliary

requests.

Claim 1 of auxiliary request 1 differed from claim 1 of

the patent as granted by the addition of expression

"once a day" before the words "starting dose".
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Claim 1 of auxiliary request 2 differed from claim 1 of

the patent as granted in that the feature "dementia or
Alzheimer’s disease" had been replaced by "mild to

moderate Alzheimer’s disease".

Claim 1 of auxiliary request 3 differed from claim 1 of
the patent as granted in that it included both

amendments introduced in auxiliary requests 1 and 2.

Claim 1 of auxiliary requests 4 to 7 was based on claim
1 of the granted patent and of the first three

auxiliary requests, respectively, but included the

following feature, at the end of the claim:

"an AUCy4n of 25 to 450 ng*h/mL after repeated once

daily administration provided".

Replies to the appeal of the patent proprietors were
submitted by opponents 2, 3, 5 to 8, 10, 13 and 14
(hereinafter: respondents 2, 3, 5 to 8, 10, 13 and 14).

By letter of 4 November 2016, opponent 4 withdrew its

opposition.

Oral proceedings were held on 18 July 2017. For
information on the course of the oral proceedings,

reference is made to the minutes.

The appellants' arguments can be summarised as follows:

B29 contained embodiments which were directed to a
"structural invention" relating to a TTS with a
particular adhesive layer but not restricted to
rivastigmine, and other embodiments directed to a "use
invention" relating to TTSs that provided specific

rivastigmine release profiles but which were not
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limited by any further structural features. The
"structural invention" and the "use invention" were
clearly presented in B29 as separable. The skilled
team, with competence both in medicine and in the field
of pharmaceutical formulations, would have concluded
that use embodiments relating to rivastigmine TTSs need
not be limited to TTSs having a particular structure.
This applied in particular to the disclosure of example
IV and to the first paragraph of page 11. Example IV
disclosed a study in which a group of patients were
treated either with capsules of rivastigmine or with a
TTS containing rivastigmine. At the beginning of the
study, the patients treated with the TTS inherently
received a starting dose. This would have been clear to
a skilled person despite the fact that it was not
spelled out expressis verbis. In comparing tables 1 and
2 of example IV, the skilled team would have
immediately noted that the AUCy4y for the TTS starting
dose was approximately four times higher than for the
oral starting dose. Furthermore, as explained on page 9
of B29, the skilled team knew that the same starting
dose could be obtained with other TTSs, different from
the specific TTS used in the study of example IV.
Accordingly, it was permissible to base a claim on the
same starting dose as delivered by the TTS of example
IV but with no restriction on the structure of the TTS.
The first paragraph of page 11 containing an explicit
reference to rivastigmine was a further embodiment of
the "use invention". This paragraph was not restricted
to any specific TTS. The skilled team would have linked
the reference to a "higher starting dose" to the
starting dose of the TTS used in example IV, since no
other starting dose was mentioned in B29. The
combination of the passage on page 11 and example IV

provided a basis for the subject-matter of claim 1.
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The respondents argqued inter alia that example IV of
B29 described a study concerning the pharmacokinetic
properties of a specific rivastigmine TTS named TTS#2.
The results disclosed in this example were linked to
the use of this specific TTS. There was no basis for a
generalisation to cover any TTS providing the same
starting dose as TTS#2. The passage on page 11 did not
contain any link to example IV. Even assuming that the
skilled person would have combined page 11 and example
IV, he would have nonetheless concluded that it was
possible to increase the starting dose of rivastigmine
by the use of the specific TTS of example IV.
Accordingly, the subject-matter of claim 1 could not be

directly and unambiguously derived from B29.

The appellants requested that the decision under appeal
be set aside and that the case be remitted to the
opposition division for consideration of any grounds
other than Article 100 (c) EPC on the basis of the
patent as granted or on the basis of one of the seven
auxiliary requests filed with the statement setting out
the grounds of appeal on 25 July 2016, and that the

appeal fee be reimbursed.

Respondents 2, 3, 5, 6, 7, 8, 10, 11, 12, 13 and 14
requested that the appeal be dismissed.

Respondents 2 and 13 furthermore requested that
auxiliary requests 4 to 7 not be admitted into the

appeal proceedings.
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Reasons for the Decision

MAIN REQUEST (GRANTED PATENT)

Articles 76(1) and 123 (2) EPC

1. In line with the approach taken in the appealed
decision and by the parties, the Board will assess
compliance with the requirements of Articles 76 (1) and
123 (2) EPC by comparing the subject-matter of claim 1
with the disclosure of document B29, i.e. the
publication of the parent application. This document is
identical to the parent application as originally filed
and is incorporated in the application underlying the

patent in suit as originally filed.

2. The subject-matter of the patent

2.1 The patent contains a single claim drafted in the
format of a purpose-limited product claim pursuant to
Article 54 (5) EPC (see point I above). In point 3 of
its decision, the opposition division construed claim 1
as granted "as encompassing any TTS as long as it
comprises rivastigmine and as long as in the use of
claim 1 there is provided a certain "starting dose”.
The amount of the starting dose 1is corresponding to
that provided by the TTS having the structural features
as indicated in claim 1. These structural features,
however, are intended to define the starting dose only,
not the TTS employed in the medical use of claim 1 as

such".

The Board agrees with this interpretation of claim 1.
It is noted that none of the parties proposes a

different reading of the claim.
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The disclosure of B29

In their written submissions and during the oral
proceedings, the appellants presented some general
observations concerning the content of B29 as a
preliminary remark for a correct interpretation of this
document and in particular of the passages supposedly
providing the basis for the subject-matter of claim 1,
namely example IV and the first paragraph of page 11

(see below) .

The Board therefore finds it appropriate to analyse the
general disclosure of B29 before considering the
specific passages of this document that supposedly

provide a basis for the subject-matter of claim 1.

The appellants emphasise that B29 is a so-called
omnibus application containing two separable
embodiments. The first ("the structural invention")
relates to a particular TTS which is defined in claim 1
and which is not restricted to rivastigmine, and the
second ("the use invention") relates to TTSs that
provide specific rivastigmine release profiles but
which are not limited by any further structural

features.

The Board observes that the description of B29
discloses, from paragraph 5 of page 1 to paragraph 2 of
page 2, a number of objectives of the invention. The
third paragraph of page 2 then states that these
objectives are achieved by a TTS as defined in claim 1,
which is characterised by the presence of an adhesive
layer with a silicone polymer. This TTS represents, in
the Board's view, the central aspect of the invention
disclosed in B29. Indeed, the eighth paragraph of page

2 states that " [t]ests with active ingredients for the
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treatment of Alzheimer’s disease have surprisingly
shown that a line of silicone adhesive can be applied
to a poorly adhesive reservoir matrix, thus
significantly increasing the adhesive properties of the
preparation without affecting the thermodynamic
properties of the TTS". On the basis of this finding,
the invention disclosed in B29 provides a TTS
comprising (a) a backing layer, (b) a reservoir layer
and (c) an adhesive layer with a silicone polymer (page
3, lines 5 to 7 and claim 1). TTS#2, the patch used in
the clinical test disclosed in example IV is a TTS with

these structural features.

Thus, what the appellant defines as the structural
invention, represents in the Board's view the core of

the disclosure of B29.

The appellants mentioned various passages of B29 as
representative of the "use invention", for instance the
third paragraph on page 3 ('"The present invention is
further related to a method for substantially improving
the efficacy and tolerability of rivastigmine,

comprising application of a TTS in the range of 2 to 50

cm2, said formulation providing a mean maximum plasma

concentration of about 1 to 30 ng/mL...") or the fourth
paragraph on page 9 ('"The invention further provides a
TTS comprising as active ingredient
rivastigmine...having a mean maximum plasma
concentration of about 1 to 30 ng/ml...and an AUC 24h
of about 25 to 450 ng*h/mL ...").

In the Board's view, the skilled audience could well
attribute all these passages to the "structural
invention", i.e. it could consider the TTSs referred to
in these paragraphs to be the same TTSs defined in

claim 1 or on page 3 of B29. Indeed, B29 does not refer
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to any other type of TTS. Furthermore, the experimental
data concerning the plasma concentration of
rivastigmine disclosed in the patent (see example IV
and figures 3 and 4) relate to tests carried out using
TTS#2, i.e. a TTS according to claim 1 of B29. Hence,
the specific rivastigmine release profiles, that
characterise the "use invention" according to the
appellants are in fact achieved by the use of the TTSs
of claim 1. Moreover, as discussed above, on pages 1
and 2 B29 describes a number of objectives of the
invention which include methods of treatment based on
the administration of rivastigmine. The sole solution
proposed in B29 to achieve these objectives is "by a

TTS as defined in claim 1" (page 2, line 8).

Thus, the Board is not convinced that B29 relates to
two groups of independent inventions, namely a

"structural invention" and a "use invention".

In any case, the Board sees no need to establish
whether one or more independent inventions are
disclosed in B29. What matters in the assessment of
compliance with Articles 76(1) and 123(2) EPC is to
establish whether the subject-matter of the patent can
be derived in a clear and unambiguous manner from the

disclosure of B29.

The appellants do not disputed that B29 does not
explicitly disclose the subject-matter of claim 1. In
their opinion, however, this subject-matter can be
derived from document B29 in two different ways: based
on the disclosure of example IV (defined by the
appellants as derivation#l) and on the first paragraph
of page 11 (defined by the appellants as derivation#2).

These are discussed below.
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Possible derivations of the subject-matter of claim 1
Derivation#l

Example IV describes a study carried out on patients
with mild to moderate Alzheimer's disease. The patients
received either an oral formulation of rivastigmine
(Exelon® capsules) or a transdermal one. The
transdermal formulation is the patch TTS#2 which is
described in example I of B29. The study comprised four
periods with an increasing dosage of the active
ingredient. In the first period the patients were
treated either with 1.5 mg bid (twice a day) of Exelon®
or with TTS#2 of 5 cm?. In the second to fourth periods
the patients were treated with increasing doses of
rivastigmine: the patients enrolled for the oral
therapy received 3 mg, 4.5 mg and 6 mg bid Exelon®;
those in the transdermal therapy were treated with
TTS#2 patches of 10 cm?, 15 cm? and 20 cm?. Tables 1
and 2 provide a summary of the pharmacokinetic
parameters of rivastigmine following capsule
administration (Table 1) or the TTS#2 application
(Table 2). The pharmacokinetic parameters include the
maximum serum concentration (Cpax), the time at which
the Cpax is observed (tpsx), the half-life (t;,») and the
24-hour area under the concentration-time curve

(AUCy4p) - The data relate to the four periods.

The Board notes that example IV does not contain any
reference to a TTS other than the patch TTS#2 used on
the patients. Nor is there anything in this example to
indicate using a TTS other than TTS#2.

The appellants argue that a skilled team, composed of
experts in medicine and in the field of pharmaceutical

formulations, would have noted that the AUC,4, provided
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by the TTS#2 of 5 cm’ was approximately four times
higher than the AUCy4n obtained with 1.5 mg twice a day
of Exelon®. They would have then considered using any

TTS providing the same dose as the TTS#2 of 5 cm? .

In the Board's view, the appellants' reasoning is not
in line with the "gold" standard required for the
assessment of Articles 123(2) and 76(1) EPC. This
standard requires that the subject-matter of an amended
claim (or of a claim of a divisional application) be
based only on what the skilled person would directly
and unambiguously derive from the application as
originally filed (or from the earlier application; see
G 2/10, point 4.3 of the Reasons). For a correct
application of this standard, a distinction needs to be
made between subject-matter which is disclosed either
implicitly or explicitly in the original (or earlier)
application and therefore can be directly derived from
it, and subject-matter which is the result of an
intellectual process, in particular a complex one,

carried out on what is disclosed.

The intellectual process undertaken by the appellants
to reach claim 1 from example IV comprises the steps
of:

(a) singling out from all the data disclosed in tables
1 and 2 the AUCy4y of the TTS#2 of 5 cm? and of the
capsules of 1.5 mg;

(b) comparing these two pieces of data;

(c) formulating the idea of using any TTS that is
capable of providing the same rivastigmine dose as
the TTS#2 of 5 cm?.

In this context the Board notes that the AUCy4, values

obtained with the TTS#2 patches of 10 cmz, 15 cm® and

20 cm® are also much higher than the AUCss4p values

obtained with the capsules of 3 mg, 4.5 mg and 6 mg bid
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Exelon®. Example IV is silent about the relevance of
the AUCo4p of the TTS#2 of 5 cm?. There is also no
indication to use a TTS different than TTS#2 but

capable of providing the rivastigmine release of the

TTS#2 of 5 cm’. In other words, the clinical study

described in example IV relates to the application of a

specific patch, namely TTS#2.

The appellants' reasoning is therefore based on an
intellectual processing of the subject-matter disclosed
in the original (or earlier) application rather than a
direct and unambiguous derivation as required by the
"gold" standard. No matter whether or not such
processing is based on obvious considerations, such a
reasoning cannot be used to justify the compliance with
Articles 76(1) and 123(2) EPC.

The arguments put forward by the appellants in relation
to the information disclosed on page 9 of B29 do not

invalidate the above conclusions.

Paragraph 4 of page 9 states that the invention
provides a TTS comprising rivastigmine "having a mean
maximum plasma concentration of about 1 to 30 ng/
ml...and an AUC 24h of about 25 to 450 ng*h/mL". The
following paragraph explains that a skilled person
would be familiar with "how to produce a TTS having the
above defined plasma profiles" and how a patch could be
modified in order to obtain the desired plasma profile.
In the appellants' view, the skilled audience would
link these passages to example IV, finding an
indication to provide patches other than the TTS#2 that

are nonetheless capable of providing the same dose as

the TTS#2 of 5 cm? .
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The Board is not persuaded by this argument. Page 9
does not contain any reference to example IV. Nor is
there any indication that the instructions on how to
produce a TTS providing a certain plasma profile should
be applied to produce any TTS with the same

rivastigmine release profile as the TTS#2 of 5 cm?.

The skilled audience would read the passages on page 9
referred to by the appellants in relation to the main
subject of the invention, namely the provision of the
TTS described on page 3, lines 5 to 7 (see point 3.3
above). In this respect it is noted that the passage on
page 9 refers to the possibility of modifying the
adhesive layer. Whereas the TTS of claim 1 contains an
adhesive layer, not every TTS does. The skilled team
would therefore consider the general instructions of
page 9 not to constitute an indication to produce any
TTS, regardless of its structure. Rather, they are
instructions on how to prepare or modify TTSs of the
type described on page 3 in order to obtain such plasma
profiles. Indeed, the sole pharmacokinetic data
disclosed in B29 are those in example IV for TTS#2,
i.e. a TTS comprising a backing layer a reservoir layer
and an adhesive layer with a silicone polymer, just
like the TTS defined on page 3.

It follows that example IV does not constitute a wvalid
basis for a claim directed to any TTS providing the

same rivastigmine release as the TTS#2 of 5 cm?.

Derivation#2

The appellants' proposed alternative way to derive the
subject-matter of claim 1 from the disclosure of B29 is
based on the first paragraph of page 11. This passage
of the description indicates that "the TTS of the
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invention...may allow a higher starting dose". In the
appellants' view, the skilled team would link this
passage to the starting dose of example IV since no
other starting dose is disclosed in B29. It would also
regard this sentence as defining an embodiment of "the
use invention", which is not limited to any particular
TTS. This would provide a direct basis for the

subject-matter of claim 1.

In the Board's view, this position is not tenable. The
most straightforward and logical way of interpreting
the wording "the TTS of the invention" (page 11, line
1) is to consider it to refer to the TTS defined on
page 3, lines 5 to 7, and in claim 1. Indeed, as
explained in paragraph 3.3 above, this TTS represents
the core of the invention disclosed in B29 and is the

subject of claim 1 of B29.

Any other interpretation based on the assumption that
"the TTS of the invention" is not the one in claim 1
seems much less logical, and in any case, such an
interpretation could not invalidate the most logical
one. Thus, in the best-case scenario for the
appellants, there could be a second interpretation
based on the assumption that "the TTS of the invention"
is not the one in claim 1 but is "any TTS". That would
imply that the sentence on page 11 is ambiguous in that
it is open to various interpretations. However, using
an ambiguous sentence as a basis for the subject-matter
of an amended claim (or a claim of a divisional
application) is against the principle that this
subject-matter should be derived in a an unambiguous

manner from the (earlier) application.

"Derivation#2" has a further deficiency, namely the

absence of any link to example IV. Therefore, the
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appellants' argument that the "starting dose" referred
to in the sentence on page 11 is the one of example IV
is not based on an objective interpretation of this
sentence. If, for the sake of argument, it is accepted
that the skilled team would establish a link between
page 11 and example IV, there would still be the
problem that example IV relates to the use of a
specific TTS which is a TTS according to claim 1 of
B29. Thus, it could still not be concluded that the

sentence of page 11 relates to a structurally undefined

TTS providing the same release as the TTS#2 of 5 cm?.

4.2.4 In the light of the considerations set out above, the
Board concludes that the first paragraph of page 11 of
B29 does not provide a basis for the subject-matter of

claim 1 either.

4.3 It follows that the patent does not meet the
requirements of Articles 123(2) and 76(1) EPC.

AUXILIARY REQUESTS 1 to 7

5. Each of these requests relates to a rivastigmine-based
TTS which is not structurally defined and is

characterised by providing the same starting dose a the

TTS of 5 cm’ used in the experiments of example IV.

The considerations set out in respect of the main
request apply to the auxiliary requests too. Thus,
auxiliary requests 1 to 7 are likewise considered to
contravene Articles 123(2) and 76(1) EPC.

In view of the above, the Board does not need to decide

on the admissibility of auxiliary requests 4 to 7.
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REQUEST FOR REIMBURSEMENT OF THE APPEAL FEE

6. As the appeal is not allowed,

the appellants' request

for reimbursement of the appeal fee has to be rejected,

Rule 103 (1) (a) EPC.

Order

For these reasons it is decided that:

1. The appeal is dismissed.
2. The request for reimbursement of the appeal fee is
rejected.

The Registrar:

S. Fabiani
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